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Rockville, Maryland 20852

CITIZEN PETITION

The undersigned, on behalf of a client, submits this petition in quadruplicate under
Section 505(j)(2)(C) of the Federal Food, Drug, and Cosmetic Act (“the FDC Act’), 21 U.S.C. §
355(j)(2)(C), and 21 C.F.R. §§ 10.20, 10. 30, and 314.93 to request that the Commissioner of
Food and Drugs make a determination that an Abbreviated New Drug Application (ANDA) may
be submitted for Hydrocodone Bitartrate and Acetaminophen Elixir, 7.5 mg / 325 mg per 15 mL.

A. Action Requested

The petitioner requests that the Commissioner of Food and Drugs make a determination
that a Hydrocodone Bitartrate and Acetaminophen Elixir, 7.5 mg / 325 mg per 15 mL
combination drug product is suitable for submission as an ANDA. The reference-listed drug,
product upon which this petition is based, is LORTAB® Elixir (Hydrocodone Bitartrate and
Acetaminophen Elixir, 7.5 mg / 500 mg per 15 mL), manufactured by Mikart, Inc. Therefore, this
petition seeks a change in the strength of one of the active ingredients (Acetaminophen) from
that of the reference-listed drug product from 500 mg per 15 mL t0/325 mg per 15 mL. Because
this request involves a change in strength, there should be no need to evaluate this petition in
regard to the Pediatric Final Rule.

B. Statement df Grounds

Section 505(j)(2)(C) of the Federal Food, Drug, and Cosmetic Act provides for the
submission of an ANDA for a new drug that differs in strength from a listed drug, provided that
the FDA has approved a petition seeking permission to file such an application. This petition
requests a change in the strength of one of the active ingredients, Acetaminophen, from 500 mg
per 15 mL, which is found in the listed dru% LORTAB® Elixir, manufactured by Mikart, Inc., to
325 mg per 15 mL, The listing of LORTAB" Elixir (Hydrocodone Bitartrate and Acetammophen
Elixir, 7.5 mg / 500 mg per 15 mL) is on page 3-4 of the 21* Edition of the Approved Drug
Products with Therapeutic Equivalents Evaluation (commonly referred to as “The Orange Book”)
(Attachment A).
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The recommended maximum daily dosage for Hydrocodone Bitartrate according to the
labeling of the reference listed drug product is 45-mg per day. The approved labeling indicates
that the usual dosage is “one tablespoonful every four to six hours as needed for pain. The total
daily dose should not exceed 6 tablespoonfuls.” (See the approved package insert for
LORTAB® Elixir, found in Attachment B.) The dosage for the proposed product is “one
tablespoonful every four to six hours as needed for pain. The total daily dose should not exceed
6 tablespoonfuls.” This dosage is consistent with the dosage listed in the approved LORTAB®
Elixir package insert. In addition, Acetaminophen 325 mg is approved for sale in other
combination products, and is sold lawfully as a stand-alone product (e.g., Tylenol®). A 325 mg
dose of Acetaminophen is, therefore, both safe and effective based on either already approved
‘FDA products or as outlined in the Internal Analgesic, Antipyretic, and Antirheumatic Drug
Products for Over-the-Counter Human Use: Tentative Final Monograph: Notice of Proposed
Rule-making, (53 FR 46204, 46236) published November 16, 1988, which states that oral doses
of Acetaminophen for adults may range from 325 mg to 1000 mg, not to exceed 4000 mg in a
24-hour period. (Attachment C)

As additional support for the proposed strength change for a product to. include 325 mg
of Acetaminophen and 7.5 mg Hydrocodone Bitartrate, we point fo the fact that the FDA has
approved an ANDA for a tablet product containing the exact strengths of the components
proposed in the petition. (Attachment D)

In summary, the proposed strength change of the non-narcotic component from that of
‘the reference-listed drug will not affect the product’s safety or efficacy. The indication remains
unchanged and the proposed dosing is consistent with dosing recommendations in the labeling
of the approved reference-listed drug product's labeling. ~Therefore, the Agency should
conclude that clinical investigations are not necessary to demonstrate the proposed product’s
safety or effectiveness. .

The proposed labeling for Hydrocodone Bitartrate and Acetaminophen Elixir, 7.5 mg /
325 mg per 15 mL is included as Attachment E. Labeling for the proposed product will be

consistent with the approved labeling for other Hydrocodone Bitartrate and Acetaminophen
Elixir combination products.

For the aforemehtioned reasons, the undersigned requests that the Commissioner grant
this petition and authorize submission of an ANDA for a liquid form of Hydrocodone Bitartrate
and Acetaminophen Elixir, 7.5 mg / 325 mg per 15 mL.

C. Environmental Impact

According to 21 C.F.R. § 25.31(a), this petition qualifies for a categorical exemption from
the requirement to submit an environmental assessment. -

D. Economic Impact Statement

According to 21 C.F.R. § 10.30(b), petitioner will, upon request by the Commissioner,
submit economic impact information.
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E. Certiﬁcatioh

‘The undersigned certifies, that, to the best knowledge and belief of the undersigned, this
petition includes all information and views on which the petition relies, and that it includes
representative data and information known to the petitioner, which are unfavorable to the
petition. ‘ ¥ '

Respectfully submitted,

- ) N i \. |
%jéi::“éw JCOW \> AL
A
Robert W. Pollock R
Vice President
Lachman Consultant Services, Inc.
1600 Stewart Avenue
Westbury, New York 11590

cc: G. Davis (Office of Generic Drugs)
L. Lachman
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN

+ MIKART

PHARM ASSOC

TABLET; ORAL
ANEXSIA

‘MALLINCKRODT

ANEXSTA 10/660

+ MALLINCKRODT -

ANEXSIA 7.5/650

MALLINCKRODT

CO-GESIC

SCHWARZ PHARMA

HY-PHEN
- ASCHER

HYDROCODONE  BITARTRA'

500MG/15ML; 7 . 5MG/15ML

500MG/15ML; 5MG/15ML
500MG/15ML; 5MG/15ML

500MG/15ML; 7. 5MG/15ML,

500MG; 5MG

660MG; 10MG

.650MG; 7.5MG

500MG; 5MG

500MG; 5MG

AND ACETAMINOPHEN

BARR -

ENDO PHARMS

500MG; 2. 5MG
500MG; SMG
500MG; 7.5MG
500MG; 10MG
650MG; 7. 5MG
650MG; 10MG
750MG;7.5MG
500MG; 5MG

500MG; 7. 5MG

N81051 001
AUG 28, 1992
N81226 001
0CT 27, 1992
N89557 001
APR 29, 1992
N40182 001
MAR 13, 1998

N89160 001
APR 23, 1987

N40084 003
JUL 29, 1996

~ 'N89725 001
SEP 30, 1987

N87757 001
MAY 03, 1982

N87677 001
MAY 03, 1382

N40307 001
JUL 26, 2000
¥40308 001
JUL 26, 2000
N40307 002
JUL 26, 2000
N40309 001
JUL 26, 2000
K40307 003
JUL 26, 2000
N40307 004
JUL 26, 2000
" N40308 002
JUL 26, 2000
N40281 001
SEP 30, 1998
N40280 001
SEP 30, 1998
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"PRESCRIPTION DRUG PRODUCT LIST

ACETAMINOPHEN; HYDROCODONE BITARTRATE

A

TABLET; ORAL

HYDROCODONE BITARTRATE AND ACETAMTINOPHEN

-ENDO PHARMS

EON

HALSEY

MALLINCKRODT

+ MIKART

6508G; 7. 5MG
650MG; 10MG
750MG; 7. 5MG
400MG; SMG
400MG; 7.5MG
400MG; 10MG

S00MG; 5SMG

T50MG; 7. 5MG

500MG; SMG
52259;1259'
250MG; 7. 5MG

325MG; 5MG

"325MG;7.5MG

325MG;10MG
500MG; 5MG
500MG; 7. 5MG
500MG;10MG
750MG; 7.5MG

500MG; 2. 5MG

- 500MG; SMG

500MG; 5MG

N40280 002

SEP 30, 1998
N40280 003
SEP 30, 1998
N40281 002
SEP 30, 1998
N40288 001
NOV 27, 1998
N40288 002
NOV .27, 1398

N40288 003

NOV' 27, 1998
T N40149 00L
JAN 27, 1997

N401459 002

JAN 27, 1997

'N40236 00T .
SEP' 25, 1997

N40240 002
NOV 26, 1997

N40240 001

NOV 26, 1997
N40236 002

SEP 25, 1997
N40409 001
OCT 20, 2000
N40405 001
SEP. 08, 2000
N40400 001
JUL 26, 2000
N40084 002
JUN 01, 1995
N40201 001
FEB 27, 1998
N40201 002
FEB 27, 1998
N40084 001
JUN 01, 1995
N89698 001

AUG 25, 1989

N89271 001
JUL 16, 1986
N89%9697 001
JAN 28, 1582
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LORTAB® (35
E"x". E* BITARTRATE

AHD ACETAMINOPHEN

ELIXIR . -
7.5 mg/500 mg per 15. mt. .
*Warring: May-be- habit forming

540408 Rav. /97

DESCRIPTION:
Hydracadane bitartrate. and acet-
aminophien is supplied in liquid
farm far oral-administration.
Hydrocodone bitartrate is an opioid
analgesic and antitussive and
occurs as fine, whits . crystals or
as g crystalline powder. [t is affectad
by light. The chemical nama is
4,5cr-epoxy-3-methoxy-17-methyl-
morghinan-G-one tartrate (1:1)
hydrate (2:5). It has the following
structural formula:

CmHuNUg . 04H505 ’2”2”20
M.W. 494.50

Acetaminophen, 4'-hydroxyacet-
anilide, a slightly bitter, whita,
odorless, crystatline powder, is a
‘non-opiate, non-salicylate anal-
gesic and antipyretic. It has the
following structural farmulta;

CH;CONH—@——OH

CgHgND, MW 15117
Lortab Elixir contains:

Per Per

SmL 15ml

Hydrocodone

Bitartrate ....25mg 75 mg
" (Warning: May be habit forming)

Acetaminophen 167 mg 500 mg

Alcohol .. .. .... 7% T%

In addition, the liquid c':ontains\tr;e
 fallowing inactive ingredients: citric
acid anhydrous, ethy! maltaf, glve-
erin, methylparaben, prapylens
“ gtyeol, propylparaban, purifieg water,
saccharin sodium, sorbito! solutian,
sucrose; with D&C Yellow #10 and
FORC Yaltow #6 as coloring and
natural and artificial flavoring.

&

CLINIGAL PHARMACOLDGY:

Hydrotodone is 3 semisynthelic nar-
cotic analgesic and antitussive wity
multiple actions qualitatively simi-

lar tothose of codzine, Mgt of these -
involve the central nervous systam
and smooth muscle. The precise
mechanism of action of hydracodone

.and other opiates is not knawn,
- althaugh it is believed tg relata ta

the existence-af opiate receptars in
the central nervaus system. In addi-
lion to analgesia, narcatics may
produce drowsiness, changes in
maoad and mental clouding, -

The analgesic action of acetamin-
ophen involves peripheral influences,
aut the specific mechanism. is as
yet undetermined. Antipyretic activ-
ity is mediated thraugh hypothalamic
heat regulating centers. Acetamin-
ophen inhibits prostaglandin YR~
thetase. Therapeutic doses of acat-
aminaphen have negiigible sffacts
on the cardiovascular or respiratory
Systems; however, toxic doses may
£ause cifculatary failure and. rapid,
shallow breathing. o

Pharmacakinetics: The behay-
ior of the individuat componants

- is described helow,

odone: Foliowing a 10 mg

’ oral: dose of hydrocodone admin-

isteed to five aduft mate subjects,
the mean peak concantration was
23.6 £ 5.2 ng/mL. Maximum sérum
levels were achieved af 1.3 £ 0.3
hours and the half-life was dater-
mined to- be. 3.8 & 0.3 hours,
Hydiocodone exhibits 2 complex

© pattern‘af metaboli‘sm.inc!uding g-

demethyfation, N-démathylation and
G-keto reduction to the cofre- -
sponding 6-a~ and §-B-hydraxy-
metabolites. :
Sez QVERDOSAGE for taxicity
information.

Acstaminophen: Acetaminoghen is
rapidly absarbed fram the qastrain- -
testinal tract-and is distributeg
throughout most body tissues. The
plasma hall-life is 1.25 to'3 haurs,
bul may be increased by liver
damage and foilowing overdosage,
Elimination ‘of acetaminophen is
principally by liver metabolism
(canjugation) and subsequent renal
excretion of metabolites. Approx-.
imately B5%: of an aral dase ap-
pears in the ring within. 24 hours
of administration, mast 35 the
ghuctronidé conjugate, with smail
amounts of gther conjugates and
unchanged drug.

Ses OVERDQSAGE fdr toxicity
informatian.

INDICATIONS AND USAGE:
Lortab Elixir {Hydrocodane Bitar-
trate and Acgtaminophen Elixir) is
indicated for the ralief of moder-
ateto maderately severe pain,




CONTRAINDICATIONS:

This praduct should not be admin-
istered la patients wha have pravi-
ously exhibited hypersensitivity to
nydrocadone o acetaminophen.
WARNINGS:

aaraimadorn

 dases-or in sensitive patients, hydro-

cadone may praduce dose-related
respiratory deprassian. by acting.
directly on the brain stem respiratory
center. Hydrocodone also affects
the center that controfs respiratory
rhythm, and may produce irfeguiar
and periodic breathing..

Head Injury and Increased
Intracranial Pressure: The
respiratdry depressant affects of
narcotics and their capacity to
gjevate cersbirospinal fluid pres-

- Surs may be markedly exaggerated

in the presence of head injury,
ather: intracranial lesions or 2
preexisting-increase in intracranial
pressure. Furthermore, narcatics
aroduce adverse reactions which

- may obscure the clinical course of

~

patients with head injuries.
Acute Abdominal Ganditions:
The administration of narcatics may
ohscure the diagnosis or clinical
course of pafients with' acute ab-
daminal conditions.
PRECAUTIONS:
General: Special Risk Patients:
As withi any narcotic analgesic
agent, Lartah Elixir shauld be used
with caution in elderly ar debiti-
tated patients, and thase with severe
impairment of hepatic or renal func-
tion, hypothyroidism, Addison's
disease, prosfatic hypertroghy of
urathral stricure, The usual precau-
tions shauld te observed and the
possibility of respiratary depres-
sian shouid be keot in mind.
flex: Hydrocodong sup-
nresses the coughureflex; as with
all natcotics, cautian should be
exercised when Lorab Elixie is used
postoperatively and in patients with
pulmonary disease.
Informatian - lar . Patients:

Hydratadane, like all narcolics,

may impair mental and/or physi-
cal abilities required for the perfor-
mance of potentially hazardaous
tasks such as driving a car ar oper-
dting machinary; patients should
be cautioned accardingly.

Alcohol and other CNS depres-
sants may-produce an additiya CNS
depression, when taken with this
combination product, and shauld
be avoided. ‘

Hydracadane may be habit-farm-
ing. Patients should take the drug
onty fof as long as itis prescribed,
ifi the amounts prescribed, and na
more frequently than prescribed.

Labaratory Tests: In patients
with severg hepatic or renal disease,
effects of therapy should be meni-
tored with serial tiver and/ar renal
function tests. -

Drug interactions: Patients
receiving narcotics, antinistamines,
antipsychatics, antianxiety agents,
o ather. CNS depressants (includ-
ing alcahal) concomitantly with-
hydrocodane hitartrate and- acet-
aminophen alixic may exhibit an
additive CNS deprassion. When
combined therapy is conlsmpiated,
the dose of one or bath -agents
should be reduced, -

The_use of MAQ inhibitars or tri-
cyclic antidepressants with fiydra-
cadone preparations may increasa
the effect of gither the antidepres-
sant or hydracadane,

Drug/Lahoratory Test inter-
actions: Acelaminophen may pra--
duca false-positive tast resuils for
urinary S-hydroxyindoieacatic acid.,
Carcinogenesis, Mutagenesis,
Impairment of Fertility: No
ddequate studies have been can-
ducted in animals ta detarmina

. whether hydracadane or acatamin-

aphen have 3 gatential for carcino=
genesis, mutagenesis, of impair=
ment-of fertility.

Pragnancy: .
Teratogenic Effscts: Pragnancy
Category C: There are no adequate
and well-controlled stucies in prag-
nant women. Lortah Elixir shauld
be used during pregnancy anly if
the patential* benafit justifies the
patential risk to the fetus.
Nonteratogenic Effacts: Babjes
born to mathers who have been
taking apicids reqularly prior ta
delivery will he physically depen-
dent. The withdrawal signs include
irritabilily. and excessive crying,
tremars, hyperactive ceflexes, .in-
creased respicatary rate, increaseq-:{?
stoals, sneezing, yawning, vomits
ing, and fever. The intensily of the
syndrome daes nof always corra-
lats with the duration of maternal
opioid use or dose. Thers is no
consensus on the best method of
managing withdrawal. -

Labar and Delivery: As with
all narcatics, administration of thig
product to the mather shartly befare
delivery may result in some degres
of respiratory depression in the
newborn, especially if higher doses
are: used,

Nursing Mathers: . Acetamino-
phen s excreted in breast milk in
small amounts, but the significance
of its sffacts on nursing infants is
nat knawa. It is nat known whether
nydracodaone is excreted in human
milk, - Because many. drugs are
excreted in human: mifk - and
because of the potential for seri-
ous- advarse reactions in nursing
infants from hydrocodans .and |

‘acetaminophen, a decision shoulg

be made whether to discontinue
nursing or to discontinue the drug,
taking into account the importance
of the drug to the mother.




Pediatric Use: Safetyand sifac- »

“tiveness in the pediatric. popula-
tion have nat teen established.
 ADVERSE REACTIONS: -
~.The most frequently reported ad-

-verse reactions are lightheaded-.

ness, dizzingss, sedation, nausea
and vomiting, These effects seem

“ta be maore prominent in ambula-
tory ~than in. non-ambuiatory
patignts, and some-of these adverse
reactions may be alleviated if the
patient lies down.

' Other adverse reactions include;
Centrai Mervous - System:
Drawsiness; mental clouding, leth-

argy, impairment of mental and

physical performanca, anxisty, fear,
dyspharia, psychic' dependence,
maod:changes. .
Gastrointestinal System: Pro-
longed: administration of Lortab
Elixir may praduce constipation.

Genitourinary System: Ureteral
spasm, spasm af vesical sphinc-

ters and urinary retention have been

reported with opidtes.
Respiratary Depressioa: Hy-
drocadane bitartrate may produca
“dose-related respiratory -depres-
sion by acting directly on the brain
stem respiratory centers {see QVER-
DOSAGE).

Dermatological:  Skin rash,

pruritis.
The follawing adverse drug avents
may be borne in mind as paten-

tial effects-of acetaminophen: aller-

gic reactions, rash, thrombocy-
topenia, agranulocytosis. '

Potential effects of high dosage are
listed in the QVERDOSAGE section,

DRUG ABUSE AND DEPEN-
DENCE:

Cantrolled Substance: Lortab
Elixir (Hydrocodone Bitartrale and
Acetaminophen Elixir) is classified as
& Schedule Iil.controlled substance.
Abuse and Dependence: Psy-
chic dependence, physical de-
pendence, and tolerance may de-
velop upon repeated administra-
tion af narcatics; therefore, this
product should be prescribed and
administered with caution. How-
ever, psychic dependsnce s
unlikely to develop when hydro-
codone hitartrate and';acetamin-
aphen. elixir Is used for a short
time for the treatment of pain.

Physical dependence, the condi-

~ tion in-which cantinued adminis-
tration of the drug.is requireq to
prevent the appearance af a with-
drawal syndrome, assumes clini-
cally significant propartions only
after several weeks ‘of continued
narcatic use, although some mild
«degree of physical dependence may
develap after a few days of narcgtic
therapy. Tolerance, in. which
increasingly large dases are re-
quired in arder.to produce the sams
degree of analgesia, is manilested
initially oy a shartened duratian of
analgesic effect; and subsequently
* by decreases in the intensity of
analgesia. The rate of develapment
of tolerance varies amang patients.

OVERDOSAGE:

Following an acute overdosage,
toxicily- may result from hydro-
codone o, acetaminaphen.

Signs and Symptams:

Hydrocodone: Sericus: overdase
with hydrocodane is'characterized
by resniratary depression (a de-
crease in respiratary rate and/or
tidal volume, Cheyne-Stakes respi-
ration, cyanosis) extrame_somno-
lence progressing to stupar or
coma, skeletal muscle flaccidity,
cold and clammy skin, and some- -
times bradycardla and hypoten-
sion. In severe overdosage, apnea,
circulatory collapse, cardiac arrest
and death may occur. )
Acataminophen: In acetaminaphen
averdosage: dose-dependent, po-
tentially fatal hepatic necrosis is
the mostserious adverse effect,
Renal tubular necrosis, hypo-
glycemic coma, and thromba-
cytopenia may also ocour.

Early symptoms following a paten-
tially hepatotoxic averdose may in-
Clude: nausea, vomiting, diaphar-
asis and general malaise. Clinical
and {aboratory evidence of hepatic
toxicity may not be apparent. until

" 4d8'ta 72 haurs post-ingestion,

In adults, hepatic toxicity has raraly
been reparted with acute averdases
of less than 10 grams, ar fataii-
tigs with less than 15 grams.
Teeatment: A single or multiple
overdose with hydracodene and
acetaminaphen is a patentially
lethal pelydrug averdose, and con-
sultation with a regional poison
control center is recommended.
Immediate tréatment includes sup-
fort of cardiarespiratory function
and measures {o reduce drug. ab-
sorption.  Vamiting should te'in-
duced mechanically, or with syrup
of ipecac, if-the patient is alert
(adeguate pharyrigeal and laryngeal
reftexes).  Oral activated charcoal
{V g/ka) should follaw. gastric
emptying.. The first dose should
be accompanied by an-apprapriate
cathartic. If repeated doses are
used, the cathartic might be ingluded
with aiternate doses as required.
Hynotensien is usually hypavalemic
and ‘should respond to Fluids,
Vasoprassors and other suppartive
measures should be employed as
indicated. A cuffed endo-tracheal
tube shouid be inserted before
gastric lavage of the uncenscious
patient and, when necessary, to
pravide assisted respiration.
Meticulous attention shoutd te given
to maintaining adequate pulmanary
ventilation. In sevars cases of intox-
ication; peritoneal dialysis, o prefar-
ably hemodialysis may be corsid-
ered.. If hypoprothrombinemia
occurs due to acetaminaphen aver-
dase, vitamin K should be admin-
isterad intravenously.




Nafoxane, -@ narcotic -antagonist,
can raverse respiratory depression
and coma associated with opicid
overdose. Malaxone hydrachioride
0.4 mg to 2 mg is-given parenter-
ally. Since the duration of action
ot hydrocodone may exceed thal of
the nafoxane. the patient should be
kept under continuous surveillance
and repeated doses of the antago-
nist should be administered as
needed to-maintain adequate respi-
ration. A narcotic antaganist should
not be administeredin the absence
of clinicaily significant respiratory
or cardigvascular degression.
It the dase of acetaminaphen may
have exceeded 140 mg/kg, acetyl-
cysteine should be administered
as early as possible. - Serum
acetaminophen. fevels should be
abtained, since levels four ar more
nours. fallowing ingestion help
predict acetaminophen toxicity. Do
nat await acetaminophen assay
resulls before initiating treatment,
Hepatic enzymes-shauld be ab-
tained initially, and repeated-at 24-
hour intervals.

. Methemaglabinemia aver 30% should
be treated with mathylene biug by
slow intravengus administration.

. The toxic dese for adults for acat-

amingophen is 10 g.
DOSAGE AND ADMINISTRA-
TION: ' .
Dasage should be adjusted accord-
ing lo severity of pain and respanse-. -

“-af the patient. Hawever, it should

" be kept in ‘mind that tolerance to
hydrocadone can develop with con-
tinued use and that the incidence
of untoward effects is dose refated.
The usual adult dasage is one table-
spaoniul svery four to six hours as
neaded for pain. The tata) daily dose
should not exceed & tablespaonfuls.
HOW SUPPLIED:

. Lortab® Elixir (Hydrocodone Bitar-
trate and Acetaminophen Elixic) is
a yellow-calarad tropical fruit punch
ftavored liquid containing- hydro-
codone bitartrate 7.5 mg (Warning:
May “be habit forming) and
-acetaminaphen 500-mg-per 15-mL,
with 7% alcchol. 1t is. suppiied
in containers of 1 pint (473 mL)
NDC 50474-308-16. - .
Starage: Store at controfied room
temperature, 15°-30°C (53°-86°F).
Dispense in a tight, light-resistant
container with a child-resistant

- closure.

- CAUTION: Federal faw prohibits
dispensing without prescription,
A Schedulg CIlf Narcatic.  ~

r iy

uch Pharma
4 e
. Manutactured For:
UGE PHARMA, INC.
Smyrna, GA 30080

Marnufactured By:
MIKART, INC. .
~ Allanta, GA 20318

- Revised 3/97
Code 540400
PIN 2H12020G
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Wednesday -

‘Movember 18, 1528

Part 1V

Department of
- Health and Human
Searvices

Feod and Drug Administration

21 CFR Parts 310, 343, and 389
Internal Analgesie, Antipyretic, and
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Panel should be followed and that o
deviations from thig schedule should be
allowed. The reply comment expressed
concern that the 975-mg dose of aspirin

- might be used beyond the daily
maximum of four doses and present a
texicity problem.

The agency disagrees with the
comment's request for an aspirin dosage
regimen of 15 gr (975 mg} aspirin every 4
hours, not to exceed four doses per day.
The agency concurs with the Panel's
statement that this dosage regimen
would not provide any significant
improvement in analgesic or antipyretic
effectiveness (42 FR 35361).
Furthermore, although the total daily
dosage of this regimen does not exceed

the maximum aspirin daily dosage of4.g -

(60 gr), the agency is concerned that a
four-hour dosage interval for a 975 mg
dose may result in consumers ignoring
the daily maximum limit of four doses
with continued use possibly leading to
salicylate toxicity. (See also comment 63
below.) '

Reference

(1) Comment No. Co0080, Docket No. 77N-
G094, Dockets Management Branch.

63. Two comments objected to the
Panel's recommendation that following
an initial dose of 1,000 mg
acelamincphen (two dosage units of 500
mg each), subsequent doses should be
restricted to 500 mg évery 3 hours or
1,000 mg every 6 hours, Stating that this
recommendation was based upon the
dosage recommended for aspirin, the
comments contended that, given the
linear pharmacokinetics of
acetaminophen, it is irrational to base
acetaminophen's dosage and frequency
of administration on the nonlinear
pharmacokinetics of aspirin. One
comment urged that the dosage for
acetaminophen be 1,000 mg every 4 to 6
hours, not to exceed 4 g in 24 hours.

The agency is not adopting the
comment's recommendation of an
acetaminophen dosage regimen of 1,000
mg every 4 hours for the same reason it
is not adopting the regimen of 975 mg
aspirin every 4 hours. (See comment 62
above.)

The agency believes at thia time that - -
it is reasonable for acetaminophen and

aspirin to have the same dosage and
frequency of administration because,
based upon the data submitted to the
Panel, the safe and effective OTC
dosage ranges for acetaminophen and
aspirin are the same—325 mg to 650 mg
every 4 hours, not to exceed 4 g in 24
hours. Also, aspirin and acetaminophen
are indicated for the same OTC uses,
have been extensively promoted as
comparable OTC analgesics [with

different side effects), and are widely

and interchangeably used by consumers,
The agency concurs with the Panel's

recommended acetaminophen dosage

-regimens of 500 mg every 3 hours and

1,000 mg every.6 hours because these
dosages are in accord with the safe and
effective dosage range for
acetaminophen, i.e., 325 mg to 650 mg
avery four hours (not to exceed 4 gin 24
hours). Based on computer simulations
(Ref. 1), pharmacokinetic parameters
obtained from the literature (Refs. 2
through 5), and bioavsilability data
comparing a 650-mg.dose with a 1,000-
mg dose of acetaminophen (Ref. 6), the
agency has determined that a 1,000-mg
dose of acetaminophen every 6 hours
Yyields a pharmacokinetic profile
equivalent to that of a 650-mg dose of

revised to state that 377 mg magnesium
salicylate is equivalent to 325 mg
sodium salicylate rather than the 325-mg
quantity of magnesium salicylate
specified by the Panel (42 FR 35420). The
ccmment.explained that commercial
sodium salicylate is substantially
anhydrous (Refs. 1 and 2), but that
magnesium salicylate is commercially
available as the tetrahydrate, which
contains the equivalent of about 74.5
percent salicylic acid. Assuming that the
salicylic acid content is the active
moiety of analgesic salicylates and
because sodium salicylate contains 86.3
percent salicylic acid, the comment
calculated that about 1.16 times more
magnesium salicylate tetrahydrate, ar
377 mg (325 mg x 1.16), is needed to be

acetaminophen every 4 hours, A 500-mg \equivalent to 325 mg sodium salicylate.

dose of acetaminophen every 3 hours
vields.a blood level profile that alse is
similar to that of a 650-mg dose of
acetaminophen every 4 hours, Therefore,
the agency is proposing alternative
dosage regimens for acetaminophen of
500 mg every 3 hours and 1,000 mg every
8 hours as part of the dosage schedule in
§ 343.50(d)(2) of the tentative final
monograph. As discussed in comment 53
above, the agency is proposing the
fellowing dosages for acetaminophen,
aspirin, and sodium salicylate: 325 to
650 mg every 4 hours, 325 to 500 mg
every 3 hours, or 650 to 1,000 mg every 6
hours,

References

{1) OTC Volume 03BTEM. :

(2) Albert, K.S,, A.J. Sedman, and ].G.
‘Wagner, “Pharmacokinetics of Orally
Administered Acetaminophen in Man,”
Journal of Pharmacokinetics and
Biopharmaceutics, 2:381-393, 1574,

{3) Cummings A.J., B.X. Martin, and G.S.
Park, “Kinetic Considerations Relating to the
Accrual and Elimination of Drug
Metabolites,” Britisk Journal of -
FPharmacology and Chemotherapy, 29:136-
148, 1967.

{4) Slattery, |.T., and G. Levy,
*Acetaminophen Kinetics in Acutely
Poisoned Patients,” Clinical Pharmacology
and Therapeutics, 25:184-195, 1979,

(5) Prescott, L, F., and N. Wright, “The
Effects of Hepatic and Renal Damage on
Paracetamol Metabolism and Excretion
Following Overdosage: A Pharmacokinetic
Study,” British Journal of Pharmacology, -
48:602-613, 1973,

(6) Research Division, McNeil Laboratories,
Inc., “Acetaminophen Plasma Level Profile
Following Tylenol Acetaminophen Exira
Strength Capsules and APAP/R.S,
Acetaminophen Tablets, Metabalic Study No.
54," Biochemical Research-Report No. 159
{(780308), unpublished report; included in OTC
Volume 03BTFM. .

64. One comment requested that the
Panel's recommended monograph be

-

The comment also pointed out that the
Panel’s recommended monograph does
not state the molecular composition of
magnesium salicylate and requested
that it be clarified to gtate that 377 mg
magnesium salicylate tetrahydrate is
equivalent to 325 mg sodium salicylate.
The comment concluded that, as stated
in the Panel's monograph, one could
assume that the difference in the
salicylic acid content between 325-mg
doses of magnesium salicylate and
sodium salicylate could affect the
therapeutic response, especially in a
multidose regimen.

The agency agrees that 377 mg
magnesium salicylate tetrahydrate is
equivalent to 325 mg sodium salicylate.
The Panel's recommendation of 325 ta
650 mg magnesium salicylate every 4
hours for analgesic effect was based on
data submitted on a product containing
325 mg of the tetrahydrate form of
magnesium salicylate (Ref, 3). However,
for adult dosage schedules for aspirin,
acetamincphen, and sodium salicylate,
the Panel recommended a minimum
effective dosage of 325 mg for each of
these ingredients (42 FR 35358), with
which the agency concurs, Based upon a
minimum effective dosage of 325 mg
sodium salicylate, the minimum

. effective dosage of magnesium

salicylate tetrahydrate that would
contain an equivalent amount of »
salicylic acid is 377 mg. Therefore, the
maximum dosage for magnesium
salicylate should be 754 mg instead of
650 mg, and the dosages for magnesium
salicylate are being revised accordingly
in this tentative final monograph, which
now also specifies that the dosages are
based on the tetrahydrate form of
magnesium salicylate (§ 343.50(d)(6)).
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ACETAMINOPHEN; HYDROCODONE BITARTRATE
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TABLET; ORAL

HYDROCODONE BITARTRATE AND ACETAMINOPHEN

+ MIKART
.
+
PEACHTREE
UCB

VINTAGE PHARMS

+ WATSON LABS

500MG;7.5MG
650MG; 7.5MG

650MG; 10MG

. 500MG; 10MG

650MG; 7.5MG
325MG; 10MG
S00MG;2 . 5MG
500MG; 5MG
500MG; SMG
500MG;10MG
650MG; 7. 5MG
650MG; 10MG
S60MG; 10MG
750MG;7.5MG
325MG; 7. 5MG
325MG; 10MG
500MG;2.5MG
500MG;2.5MG
500MG; SMG
500MG; 5MG

500MG; 7. 5MG

N89699 001

" AUG 25, 1989

K89689 001
JUN 29, 1988
N81223 001
MAY 29, 1992
N40210 001
AUG 13, 1997
N40134 001
NOV. 21, 1996
N40355 001
MAY 31, 2000
N40144 Q02
APR 25, 1997
N89831 001
SEP 07, 1988
N89971 001
DEC 02, 1988
N40144 001
FEB 22, 1996
N40356 001
MAY 31, 2000
N40155 001
APR 14, 1997
N40143 001
FEB 22, 1996
N40358 001
MAY 31, 2000
N40157 001
APR 12, 1996

N40248 001.

APR 28, 2000
NA0248 002
APR 28, 2000
N40123 003
MAR' 04, 1996
N81079 001
AUG 30, 1991
N40122 001
MAR 04, 1996
N89883 001
DEC 0%, 1988
N40123 004
MAR 04, 1996

PRESCRIPTION DRUG PRODUCT LIST

ACETAMINOPHEN; HYDROCODONE -BITARTRATE

A

[

B B B

[

TABLET; ORAL

HYDROCODONE BITARTRATE AND ACETAMINOPHEN

3-5

WATSON LABS

ZENITH GOLDLINE

LORTAB

MALLINCKRODT

+ UCB
+

NORCO

+ WATSON LABS

VICODIN

+ KNOLL PHARM

VICODIN ES

+ KNOLL PHARM

ViCODIN HP

KNOLL PHARM

S00MG; 7.5MG
650MG; 7. 5MG
650MG; 7. 5MG
650MG; 10MG

660MG; 10MG

750MG;7.5MG

750MG; 7.5MG

500MG; 5MG

500MG; 5MG
325MG;5MG

500MG;10MG
325MG;10MG

500MG; 5MG

750MG; 7.5MG

660MG; 10MG

N81080: 001
AUG 30, 1991
N40148 002
FEB 14, 1997
N40094 001
SEP 29, 1995
N40123 001
MAR 04, 1996
N40094 002
SEP .29, 1995
N40123 002
MAR 04, 1996

N40094 003

AUG 08, 2000
N40122 002
MAR 04, 1996
N81083: 001

AUG 30, 1991

N89696: 001
APR 21, 1988

N87722 001
JUL 09,1982
N40099 001
JUN 25, 1997
N40100 001
JAN 26, 1996

N40148 001
FEB 14, 1997

N88058 001
JAN 07, 1983

N89736 001
DEC 08, 1988

N40117 001
SEP 23, 1996




LACHMAN CONSULTANT SERVICES, INC.
Westbury, NY 11590




IT1
HYDROCODONE BITARTRATE AND ACETAMINOPHEN ELIXIR
(7.5 mg/325 mg per 15 mL)
Ry Only

Code 00000
‘Rev. 05/01

DESCRIPTION: |
Hydrocodone bitartrate and acetaminophen is supplied in liquid form for oral administration.

Hydrocodone bitartrate is an opioid analgesic and antitussive and occurs as fine, white crystals or
as a crystalline powder. Tt is affected by light. The chemical name is 4,5a- epoxy-3-methoxy-
17-methyl-morphinan-6-one tartrate (1:1) hydrate (2:5). It has the following structural formula;

_E_OOH
H —-CT‘. —0H
. 6H—-é-—H . 2'4,H,0
%OOH
C13H,NO;eC,HOg02'/,H,0 MW = 494.50

Acetaminophen, 4’-hydroxyacetanilide, a slightly bitter, white, odorless, crystalline powder, is a
non-opiate, non-salicylate analgesic and antipyretic. It has the following structural formula:

HO NHCOCH,

CgHgNOz i ‘ MW = 15117

Hydrocodone Bitartrate and Acetaminophen Elixir contains:
: Per 5mL Per 15 mL

- Hydrocodone Bitartrate...............cocoovveienn.nn. . 25mg = 7.5mg

(Warning: May be habit forming)

Acetaminophen................ e 108 mg 325 mg |
Alcohol............ P S T T 1% 7% ~




‘In addition the liquid contains the following inactive ingredients: Citric Acid Anhydrous, D&C
Red #33, Ethyl Maltol, FD&C Red #40, Glycerin, Methylparaben, Natural and Artificial
Tropical Fruit Punch Flavoring, Propylene Glycol, Propylparaben, Purified Water, Saccharin
Sodium, Sorbitol Solution, and Sucrose. _

CLINICAL PHARMACOLOGY: :
Hydrocodone is a semlsynthetxc narcotic analgesm and antitussive with multiple actions

qualitatively similar to those of codeine. Most of these involve the central nervous system and
smooth muscle. The precise mechanism of action of hydrocodone and other opiates is not
known, although it is believed to relate to the existence of opiate receptors in the central nervous
system. In addition to analgesia, narcotics may produce drowsiness, changes in mood and
mental clouding.

The analgesic action of acetaminophen involves peripheral -influences, but the specific
mechanism is as yet undetermined. Antipyretic activity is mediated through hypothalamic heat
regulatmg centers. ~Acetaminophen inhibits prostaglandin synthetase. Therapeutic. doses of
acetaminophen have negligible effects on the cardiovascular or respiratory systems; however,
toxic doses may cause circulatory failure and rapid, shallow breathing.

Pharmacokinetics: The behavior of the individual components is described below.

Hydrocodone: Following a 10 mg oral dose of hydrocodone administered to five adult male
subjects, the mean peak concentration was 23.6 = 5.2 ng/mL. Maximum serum levels were
achieved at 1.3 £ 0.3 hours and the half-life was determined to be 3.8 £ 0.3-hours. Hydrocodone
exhibits a complex pattern of metabolism including O-demethylation, N-demethylation and 6-
keto reduction to the corresponding 6-a- and 6-B-hydroxymetabolites.

See OVERDOSAGE for toxicity information.

Acetaminophen: Acetaminophen is rapidly absorbed from the gastrointestinal tract and is
distributed throughout most body tissues. The plasma half-life is 1.25 to 3 hours, but may be
increased by liver damage and following overdosage. Elimination of acetaminophen is
principally by liver metabolism (conjugation) and subsequent renal excretion of metabolites.
Approximately 85% of an oral dose appears in the urine within 24 hours of administration, most
as the glucuronide conjugate, with small amounts of other conjugates and unchanged drug.

See OVERDOSAGE for toxicity information.

INDICATIONS AND USAGE:
Hydrocodone Bltartrate and Acetaminophen Elixir is indicated for the relief of moderate to

moderately severe pain.




CONTRAINDICATIONS:
- This product should not be administered to patients who have previously exhibited
hypersensitivity to hydrocodone or acetaminophen.

WARNINGS: ;
Respiratory Depression: At high doses or in sensitive patients, hydrocodone may produce

dose-related respiratory depression by acting directly on the brain stem respiratory center.
Hydrocodone also affects the center that controls respiratory thythm, and may produce irregular
and periodic breathing. J

Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of
narcotics and their capacity to elevate cerebrospinal fluid pressure may be markedly exaggerated
in the presence of head injury, other intracranial lesions or a preexisting increase in intracranial
pressure. Furthermore, narcotics produce adverse reactions which may obscure the clinical
course of patients with head injuries.

Acute Abdominal Conditions: The administration of narcotics may obscure the diagnosis or
clinical course of patients with acute abdominal conditions.

PRECAUTIONS:
General: Special Risk Patients: As with any narcotic analgesic agent, Hydrocodone Bitartrate

and Acetaminophen Elixir should be used with caution in elderly or debilitated patients, and
those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease,
prostatic hypertrophy or urethral stricture. The usual precautions should be observed and the
possibility of respiratory depression should be kept in mind.

Cough Reflex: Hydrocodone suppresses the cough reflex; as with all narcotics, caution should be
exercised when Hydrocodone Bitartrate and Acetaminophen Elixir is used postoperatively and in

patients with pulmonary disease.

Informatmn for Patients: Hydrocodone, like all parcotics, may impair mental and/or physical
abilities required for the performance of potentially hazardous tasks such as driving a car or
operatmg machinery; patients should be cautioned accordingly.

Alcohol and other CNS depressants may produce an additive CNS depression, when taken with
this combination product, and should be avoided.

Hydrocodone may be habit-forming. Patients should take the drug only for as long as it is
prescribed, in the amounts prescribed, and no more frequently than prescribed.




Laboratory Tests: In patients w1th severe hepatlc or renal dlsease effects of therapy should be
monitored w1th serial liver and/or renal function tests.

Drug Interactions: Patients receiving narcotics, ant1h1stammes antipsychotics, anuanmety
agents, or other CNS depressants (including alcohol) concomitantly with hydrocodone bitartrate
and acetaminophen elixir may exhibit an additive CNS depression. When combined therapy is
contemplated, the dose of one or both agents should be reduced.

The use of MAO inhibitors or tricyclic antidepressants with hydrocodone preparations may
increase the effect of either the antidepressant or hydrocodone.

Drub/Laboratory Test Interactions: Acetaminophen may produce false-positive test results for
urinary 5-hydroxyindoleacetic acid. :

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate studies have been
conducted in animals to determine whether hydrocodone or acetaminophen have a potential for
carcinogenesis, mutagenesis, or impairment of fertility.

Pregnancy:

Teratogenic Effects: Pregnancy Category C: There are no adequate and well-controlled studies
in pregnant women. Hydrocodone Bitartrate and Acetaminophen Elixir should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects: Babies born to mothers who have been taking opioids regularly prior to
delivery will be physically dependent. The withdrawal signs include irritability and excessive
crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools, sneezing,
yawning, vomiting, and fever. The intensity of the syndrome does not always correlate with the
duration of maternal opioid use or dose. There is no consensus on the best method of managing

withdrawal.

Labor and Delivery: As with all narcotics, administration of this product to the mother shortly
before delivery may result in some degree of respiratory depression in the newborn, especially if
higher doses are used.

Nursing Mothers: Acetaminophen is excreted in breast milk in small amounts, but the
significance of its effects on nursing infants is not known. It is not known whether hydrocodone
is excreted in human milk. Because many drugs are excreted in human milk and because of the
potential for serious adverse reactions in nursing infants from hydrocodone and acetaminophen,
a decision should be made whether to discontinue nursing or to discontinue the drug, taking into
.account the importance of the drug to the mother.

Pediatric Use: Safety and effectiveness in the pediatric population have not been established.

ADVERSE REACTIONS:
The most frequently reported adverse reactions are lightheadedness, dizziness, sedation, nausea

and vomiting. These effects seem to be more prominent in ambulatory than in non-ambulatory
patients, and some of these adverse reactions may be alleviated if the patient lies down.




*Other adverse reactions include:

Central Nervous System: DrowsﬁéSs, mental clouding, lethargy, impairment of mental and
physical performance, anxiety, fear, dysphoria, psychic dependence, mood changes.

Gastrointestinal Systexh: Prolonged administration of Hydrocodone Bitartrate and
Acetaminophen Elixir may produce constipation.

Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention have
been reported with opiates.

Respiratory Depression: Hydrocodone bitartrate may produce dose-related respiratory
depression by acting directly on the brain stem resplratory centers (see OVERDOSAGE).

- Dermatological: Skin rash, pruritis.

The following adverse drug events may be borne in mind as potential effects of acetaminophen:
allergic reactions, rash, thrombocytopenia, agranulocytosis.

Potential effects of high dosage are listed in the OVERDOSAGE section.

DRUG ABUSE AND DEPENDENCE:
Controlled Substance: Hydrocodone Bitartrate and Acetaminophen Elixir is classified as a

. Schedule III controlled substance.

Abuse and Dependence: Psychic dependence, physical dependence, and tolerance may develop
upon repeated administration of narcotics; therefore, this product should be prescribed and
administered with caution. However, psychic dependence is unlikely to develop when
hydrocodone bitartrate and acetaminophen elixir is used for a short time for the treatment of

pain.

Physical dependence, the condition in which continued administration of the drug is required to
prevent the appearance of ‘a withdrawal syndrome, assumes clinically significant proportions
only after several weeks of continued narcotic use, although some mild degree of physical
dependence may develop after a few days of narcotic therapy. Tolerance, in which increasingly
large doses are required in order to produce the same degree of analgesia, is manifested initially
by a shortened duration of analgesic effect, and subsequently by decreases in the intensity of
analgesia. The rate of development of tolerance varies among patients.




OVERDOSAGE: |
Following an acute overdosage, toxicity may result from hydrocodone or-acetaminophen.

| Signs and Symptoms: e
Hydrocodone: Serious overdose w1th hydrocodone is characterized by respiratory depression (a

decrease in respiratory rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis), extreme
‘somnolence progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, and
sometimes bradycardia and hypotension. In severe overdosage, apnea, circulatory collapse,
cardiac arrest and death may occur. ’

Acetaminophen: In acetammophen overdosage dose-dependent, potentially fatal hepatic
necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic coma, and
thrombocytopenia may also occur.

Early symptoms following a potentially hepatotoxic overdose may include: nausea, vomiting,
diaphoresis and general malaise. Clinical and laboratory evidence of hepatic toxicity may not be
apparent until 48 to 72 hours post-mgestlon

In adults, hepatic toxicity has rarely been reported Wlth acute overdoses of less than 10 grams, or
fatalities with less than 15 grams.

Treatment: A single or multiple overdose with hydrocodone and acetaminophen is a potentially
lethal polydrug overdose, and consultation with a regional poison control center is

recommended. |

Immediate treatment includes support of cardiorespiratory function and measures to reduce drug
absorption. Vomiting should be induced mechanically, or with syrup of ipecac, if the patient is
alert (adequate pharyngeal and laryngeal reflexes). Oral activated charcoal (1 g/kg) should
follow gastric emptying. The first dose should be accompanied by an appropriate cathartic. If

- repeated doses are used, the cathartic might be included with alternate doses as required.

Hypotension is usually hypovolemic and should respond to fluids. Vasopressors and other

supportive measures should be employed as indicated. A cuffed endo-tracheal tube should be

inserted before gastric lavage of the unconscious patient and, when necessary, to provide assisted

respiration.

Meticulous attention should be given to maintaining adequate pulmonary ventilation. In severe
. cases of intoxication, peritoneal dialysis, or preferably hemodialysis may be considered. If
‘hypoprothrombinemia occurs due to acetaminophen overdose, vitamin K should be administered

intravenously.

Naloxone, an opioid antagonist, can reverse respiratory depression and coma associated with
opioid overdose. Naloxone hydrochloride 0.4 mg to 2 mg is given parenterally. Since the
duration of action of hydrocodone may exceed that of naloxone, the patient should be kept under
continuous surveillance and repeated doses of the antagonist should be administered as needed to
maintain adequate respiration. A narcotic antagonist should not be administered in the absence
of clinically significant respiratory or cardiovascular depression.




If the dose of acetaminophen may have exceeded 140 mg/kg, acetylcysteine should be
administered as early as possible. Serum acetaminophen levels should be obtained, since
~ levels four or more hours following ingestion help predict acetaminophen toxicity. Do
not await acetaminophen assay results before initiating treatment. Hepatic enzymes
should be obtained initially; and repeated at 24-hour intervals.

Methemoglobinemia over 30% should be treated with methylene blue by slow
intravenous administration.

The toxic dose for adults for acetaminophen is 10 g.

DOSAGE AND ADMINISTRATION: :

Dosage should be adjusted accordmg to severity of pain and response of the patient.
However, it should be kept in mind that tolerance to hydrocodone can develop with
continued use and that the incidence of untoward effects is dose related.

“The usual adult dosage is one tablespoonful every four to six hours as needed for pain.
The total daily dose should not exceed 6 tablespoonfuls.

HOW SUPPLIED:

Hydrocodone Bitartrate and Acetaminophen Elixir is a red-colored tropical fruit punch
flavored liquid containing hydrocodone bitartrate 7.5 mg (Warning: May be habit
forming) and acetaminophen 325 mg per 15 mL, with 7% alcohol. It is supplied in
containers of 1 pint (473 mL) NDC XXXXX-XXX-XX. ' '

STORAGE: Store at controlled room teniperaturé 15° to 30°C (59° to 86°F) (See USP).

PHARMACIST: Dispense in a tight, hght-res1stant container with a child-resistant
closure.

A Schedule CIIT Narcotic.
Manufactured by:
\ Manufacturer
Code 00000
Rev. 05/01
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